Prickle2 is a component of the non-canonical Wnt signaling pathway, which localizes to the post-synaptic density and is associated with autism-like behaviors in both mice and humans. Prickle2 loss significantly decreases dendritic arborization in cultured hippocampal neurons suggesting that this morphological deficit could be associated with autistic-like behaviors (a-d). To determine whether manipulation of the non-canonical Wnt/planar cell polarity pathway could correct deficits in neurons associated with Prickle2 deficiency, we treated green fluorescent protein-transfected, 8-day-old (DIV8), primary cultured hippocampal neurons from wild-type Prickle2 (Prickle2 þ / þ ) or Prickel2-null (Prickle2 À / À ) mice with the non-canonical Wnt ligand Wnt5a (R&D Systems, 100 ng ml À 1 ) for 24 h. On DIV12 neurons were fixed and imaged for Sholl analysis (a). Representative images from Wnt5a treated or untreated Prickle2 À / À neurons (b). While Wnt5a treatment of Prickle2 þ / þ neurons had no effect on dendritic arborization (c and d), Wnt5a treatment of Prickle2 À / À neurons rescued dendritic arborization defects (b-d; *Po0.05). These data indicate that pharmacological modulation of the non-canonical Wnt signaling pathway could have therapeutic potential in autism. For more information on this topic, please refer to the article by Sowers et al. on pages 1077-1089.
